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Sir: 

I, Pierre Fons, hereby declare as follows: 

My relevant background and experience are set forth on the attached 
c.v. I make this declaration in support of the present application, and 
to provide evidence in rebuttal of several contentions in the Official 
Action of September 25, 2001, hat one of ordinary skill in the art would 
be able to make and use the claimed invention. 

As a student in 1997 in the laboratory of Doctor Jean 
Plouet, I was given the task to reproduce the double immunization in 
mice that had been previously performed in rabbits. I produced several 
hybridomas, and I used the screening methods described in the present 
patent application filed by Doctor Jean Plouet, including the Radio 
Receptor Assay. It took only routine experimentation to isolate and 
identify anti-id immunoglubulins from mice corresponding to the Ig2 J 
fraction of the present application. It was a matter of routine 
experimentation over a time period of six months to produce monoclonal 
antibodies from a range of candidate B-lymphocytes and to identify those 
having the claimed binding specificity. Six months is a classical amount 
of time necessary to perform a double immunization in mice. 



The undersigned declare further that all statements made 
herein of their own knowledge are true and that all statements made on 
information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under 
§1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patent 
issuing thereon. 
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Commissioner for Patents 
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Sir: 

I, Pierre-Andre Cazenave, hereby declare as follows: 

My relevant background and experience are set forth on the 
attached c.v. I make this declaration in support of the present 
application, and to provide evidence in rebuttal of several contentions 
in the Official Action of September 25, 2001, that one of ordinary skill 
in the art would be able to make and use the claimed invention. 

Given the showing in the specification that about 15 to 20% of 
rabbits produce the ant i- idiotypic antibodies having the claimed binding 
specificity, I confirm that a person skilled in the field of anti- 
idiotype science would have at least a "reasonable expectation" that a 
comparable percentage of mice would produce an anti- idiotypic antibody 
having that binding specificity. In view of the results produced in 
rabbits, and when following most of the steps described in the present 
specification, comparable results in mice would have been expected 
without undue experimentation. Anti -idiotypic reactions occur against a 
given antigen in all mammalian species. The screening procedure of the 
present application has been established as an assay measuring the 
inhibition of recombinant human VEGF toward recombinant human VEGFR2 by 
immunoglobulin. Therefore, the origin of anti -idiotypic antibodies, 
whether from rabbits or mice, is not a limiting step. 

I also confirm that, given the screening methods described in 
the present specification, an analysis of the specificity of mice 
antibodies by Radio Receptor Assay would involve only routine 
experimentation to identify anti-id immunoglobulin corresponding to the 
Ig2 J fraction of the present specification. It is only a matter of time 
and routine experimentation to produce monoclonal antibodies from 
potential B-lymphocytes and to identify those having the claimed binding 
specificity. 

Having seen the results of the experiments using Fab fragments, my 
understanding is that they display anti -angiogenic properties 
functionally similar to the original antibodies conjugated with 
cytotoxic agents: the Fab are, like the original antibodies, ligands to 
KDR or flk-1, and not to flt-1 They bind to the KDR receptor and block 
it, hence preventing VEGF to be internalized into endothelial cells and 
to induce their proliferation. Accordingly, Fab fragments prevent 
proliferation of endothelial cells, and act functionally like the 
antibodies of the specification conjugated with cytotoxic agents. 

The undersigned declare further that all statements made 
herein of their own knowledge are true and that all statements made on 
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information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under 
§1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patent 
issuing thereon. 
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TRANSLATOR' S CERTIFICATE OF VERIFICATION 

Commissioner for Patents 

Washington, D.C. 20231 

Sir: 

I, Andrew Patch of Young & Thompson, 745 South 23 rd 
Street, Arlington, VA 22202 
Hereby declare 

1. That, I am competent in French to English 
translations, and 

2. That, to the best of my knowledge and belief, 
hereby state that the term "notamment" may be translated from 
French to English as "for example" or "notably". 

Respectfully submitted, 




Andrew J.VBtatch 

March 25, 2002 
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Sir: 

I, Jean Plouet, hereby declare as follows: 

I am the same Jean Plouet named as an inventor in the above - 
identified patent application. My relevant background and experience are 
set forth on the attached c.v. I make this declaration in support of the 
present application, and to provide evidence in rebuttal of several 
contentions in the Official Action of September 25, 2001, that one of 
ordinary skill in the art would be able to make and use the claimed 
invention. 

Further, I declare that the Ig2 J fraction described in the 
present specification, although presumably including some anti-idiotypic 
antibody that binds to both flk and fit, nevertheless contains a 
sufficient proportion of the claimed antibody (binding to flk but not 
fit) as to display the strong difference in binding profiles shown in 
present Figs. 1A and IB. Therefore, even the polyclonal fraction is 
useful as such (although perhaps not commercially) , and this is 
demonstrated by the experiments in the specification showing that the 
Ig2 J fraction promotes tumor angiogenesis , and hence is valuable as a 
selective targeting agent. 

As it is confirmed in a separate affidavit signed by Professor 
Cazenave, from the Pasteur Institute in Paris, given the showing in the 
specification that about 15 to 20% of rabbits produce the anti-idiotypic 
antibody having the claimed binding specificity, a person skilled in the 
field of anti-idiotypic science would have at least a "reasonable 
expectation" that a comparable percentage of mice would produce an anti- 
idiotypic antibody having that binding specificity. . In view of the 
results produced in rabbits, comparable results in mice would have been 
expected without undue experimentation, when following most of the steps 
described in the specification. 

As it is confirmed in the same affidavit signed by Professor 
Cazenave, I also confirm that given the screening methods described in 
the present specification, an analysis of the specificity of mice 
antibodies by Radio Receptor Assay would involve only routine 
experimentation to isolate and identify anti-id immunoglobulin 
corresponding to the Ig2 J fraction of the present specification. It is 
only a matter of time and routine experimentation to produce monoclonal 
antibodies from the candidate B-lymphocytes and to identify those having 
the claimed binding specificity. It is also useful to reemphasize that 
successful production of monoclonal antibodies have in fact been 
performed subsequent to the filing of the International application, and 
that no unusual difficulty was encountered. In fact, it took only six 
months to achieve the results reported in my earlier filed declaration. 
Six months is a classical amount of time necessary to perform double 
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immunization in mice. That point is further confirmed in a separate 
affidavit by Doctor Pierre Fons, who was at the time a student of mine 
and the principal operator of this double immunization. 

It is also useful to reemphasize that successful production of 
monoclonal antibodies has in fact been performed subsequent to filing of 
the International application, and that no unusual difficulty was 
encountered. In fact, it took only 6 months to achieve the results 
reported in my earlier Rule 132 declaration, which is a classical amount 
of time necessary to perform the double immunization in mice. That point 
is also confirmed in a separate affidavit by Doctor Pierre Fons, who was 
at the time a student of mine and the principal operator of this double 
immunization . 

It is also useful to emphasize that Fab fragments display anti- 
angiogenic properties functionally similar to the original antibodies 
conjugated with cytotoxic agents . As it was pointed out by USPTO, it is 
absolutely exact that "Fab fragment cannot exert the same functional 
activity as the antibodies, since the Fab cannot induce "dimerization, 
internalization and cell proliferation." In fact, since the Fab are, 
like the original antibodies, ligands to KDR or flk-1, and not to flt-1 
(claim 9, initial number) , they link to this receptor and block it, 
hence preventing VEGF present in the tumor to be internalized into 
endothelial cells and to induce their proliferation. Accordingly, Fab 
fragments prevent proliferation of endothelial cells, and act 
functionally like the antibodies of the specification conjugated with 
cytotoxic agents. 

The undersigned declare further that all statements made 
herein of their own knowledge are true and that all statements made on 
information and belief are believed to be true,- and further that these 
statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under 
§1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patent 
issuing thereon. 



JEAN PLOUET 



March , 2002 
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Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

I, Jean Plouet, hereby declare as follows: 

I am the same •Jean Plouet named as an inventor' In the above- 
identified patent application. My relevant background and experience are 
set forth on the attached c.v. I make this declaration in support of the 
present application, and to provide evidence in rebuttal of several 
contentions in the Official Action of September 25, 2001, that one of 
ordinary skill in the art would be able to make and use the claimed 
invention . 

Further, I declare that the Ig2 J fraction described in the 
present specification, although presumably Including some ant 1- idiotypic 
antibody that binds to both flk and fit, nevertheless contains a 
sufficient proportion of the claimed antibody (binding to flk but not: 
fit) as to display the strong difference in binding profiles shown in 
present Figs. 1A and IS. Therefore, even the polyclonal fraction Is 
useful as such (although perhaps not commercially) , and this is 
demonstrated by the experiments in the specification showing that the 
Ig2 J fraction promotes tumor angiogeneais, and hence is valuable as a 
selective targeting agent. 

As it is confirmed in a separate affidavit signed by 
Professor Caaenave, from the Pasteur Institute in Paris, given the 
showing in che specification that about IS to 20% of rabbits produce the 
anti-idiotypie antibody having the claimed binding specificity, a person 
skilled in the field of ant i -idiotypic science would have at least a 
"reasonable expectation" that a comparable percentage of mice would 
produce an anti-ldiotypic antibody having that binding specificity. In 
view of the results produced in rabbits, comparable results in mice 
would have been expected without undue experimentation, when following 
most of the steps described in the specification. 

As it is confirmed in the same affidavit signed by Professor 
Caeenave, I also confirm that given the screening methods described in 
the present specification, an analysis of the specificity of mice 
antibodies by Radio Receptor Assay would involve only routine 
experimentation to isolare and Identify anti-id immunoglobulin 
corresponding to the Ig2 J fraction of the present specification. It is 
only, a matter of time and routine experimentation to produce monoclonal 
antibodies from the candidate B- lymphocyte 3 and to identify those having 
the claimed binding specificity. It is also useful to reeinphaalze that 
successful production of monoclonal antibodies have in fact been 
performed subsequent t© the filing of the International application, and 
that no unusual difficulty was encountered. In fact, it took only six 
months to achieve the results reported in my earlier filed declaration. 
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Six months Is a classical amount of time necessary to perform double 
innnunization in mice. That point is further confirmed in a separate 
affidavit by Doctor Pierre Pons, who was at the time a student of mine 
and the principal operator of this double immunization . 

It is also useful to reemphasize that successful production 
of monoclonal antibodies has in fact been performed subsequent to filing 
of the International application, and that no unusual difficulty was 
encountered, in fact, it took only 6 months to achieve the results 
reported in my earlier Rule 132 declaration, which la a classical amount 
of time necessary to perform the double immunization in mice. That point 
is also confirmed in a separate affidavit by Doctor Pierre Fans, who was 
at the time a student of mine and the principal operator of this double 
Immunization. 

It is also useful to emphasize that Pab fragments display 
anti-ingioaenic properties functionally similar to the original 
antibodies conjugated with cytotoxic agents . As it was pointed out by 
USPTO, it is absolutely exact that " Fab fragment cannot exert the same 
functional activity as the antibodies, since the Fab cannot induce 
"dimerization, Internalization and eell proliferation." In fact, since 
the fab are. like the original antibodies, ligands to KDR or flk-1, and 
not to flt-1 (claim 9, initial number) , they link to this receptor and 
block it, hence preventing VEGF present in the tumor to be internalized 
into endothelial cells and to induce their proliferation. Accordingly, 
Fab fragments prevent proliferation of endothelial cells, and act 
functionally like the antibodies of the specification conjugated with 
cytotoxic agents. 

The undersigned declare further that all statements made 
herein of their own knowledge are true and that all statements made on 
information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under 
S1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patent 
issuing thereon. 

JEAN PLOUfiT Date 
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Curriculum vitas of the candidate 

Jean PLOUET 

Born August 1 1 1951 a Parame (35), married, 2 daughters. 
Diplomas : 

Medsclne 

MD, Nantes, 1977. 

Cert (fled in Immunology, 1977. 

Specialisation In Immunology, 1978. 

Sciences 

Certificate of Structural and Metabolic Biochemistry, Nantes, 1978. 
Certificate of Animal Physiology, Nantes, 1977. 
Post-degree Course in Eucaryotle Molecular Biology Paris VII, 1978. 
PhD,. FondsmsntBl Biochemistry. Perls VII, 1981. 

Activites Hospltalo-Unrversltelree 

- Lecturer In Biochemistry PCEM1, Unlverslte ds Nantes 

1976- 1978 Lecturer 

1978- 1979 Assistant Professor 

- MO in the Biochemistry Laboratory, Nantee Hospital 

1977- 1979 Vacations 

1979- 1980 Assistant Professor 

ActivKA* de Recherche. 

-U.118INSERM, Parte 

1 980- 1 981 Fellow of the Ugue Nationals contra le Cancer 

1981- 1984 Assistant Research Professor II, CNRS (COMMISSION 28) 

- U.B6 INSERM. Parle 

1884-1985 Assistant Research Professor ll. CNRS 
1 985-1 987 Assistant Research Professor 1. CNRS 

- U.C.S.F., (Cancer Research Institute). San Francisco 
1987-1988 Assistant Research Biochemist 

- U.8B INSERM, Paris 

1989*1990 Assistant Research Professor I, CNRS 
-UPR 9008 CNRS. Toulouse. 

1991 ATlPE Laureate, Team leeder 

1992 Associate Research Professor II CNRS 

1 999 Team leader « Plasticity of the endothelial cell » & I'UMR CNRS 6089 

Director of the GDR 1927 CNRS « Anglogenese a 
CSO of the company AO TECH 
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Identification of the melanocyte growth factor in iris derived melanocytes. 
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IN THE i*llTf.n STM'K.1 PATKNT ANt> l>HAriF.MAHK OFFTCtE 
Mi iu app.l.i.u.iLloj> i>P 

S«rJ.iJl No. OO/00X.5M ,;l *" 0J? J,i44 

FUw<1 0tJ/?l/9U K»uni1n*.r ICwoJ dt. 

ANT I J 1*1 OTY I* VI : AUTinOO J K.1 
UV V/Ani. _ l)l.AK KNIXJT]ir.L.TM. 
CKnWTII KA«:TOH ANl> 
nr.li THKUKUK Ai; urucs 

PKCJA HAT ION UNOKR KDfcB 132 



f.y>mmi::.iI.orii*r for I'nl-nMlvt 
Wi>*hinrjl on, tt.i:. VIV/M 

Uirt 

X, P.ioxr«--An«.W»« f:.«A«»n<»»»>. I»«i«r»y dorlsrn »» i«Mow:i: 

My jrtlevnfii brtitkuxouud and experience nro set iorth on rhu 
nttache-d c.v. T in;»Xo ihln declaration in nuppork »C the present 
.-ipnlln.il ion. And ft. provide wtrtnnce in rebuttal .of eever-J t;ontr-...tiona 
in t.hH OI/itMHl A.:l.lon Of Srrptcnbc, 25, 2001. that one of ' ordinary skill 
in i.hu f»rt: would ho .ibl ■» rn pvik<> and ".ic the elalned invention. 

K±v«i. 1.1 m Showing in *ho specification that flhn.il IS Lo 20* o± 
.r«M>lta pio.li.ue the en* i~ i dlot ypi Antinomies hevlny the f h 
snopUirtty, I rmnfirn rh»t. u peiNOh skilled in cho tiald t>T onti- 
lSTSl-viic « :ierice would lw.vc at lon.L a "reaeonabl * expectation" Uint a 
comp^lA^ "pe/oenteqo Ot Wiin, would produce, »n anli-Jd. otypi e : anLlbody 
h^f.n that binding "P«^i ficJ i.y . In -M* ol rhe rcaulifi produced in 
r.ihtaLt.-. and when tollowiixj must ot the ecepo described in tho pr«««nti 
wrlficoUon, comparable result « in nileo would have been Rxpcctcd 
without unduo KX| MriDi>nt:.irton. Ailtl -i diotyplc reocUona occur agninyl. o 
alvari firiLiuwJi In all nMim«l l.an apoolca. Thn nerooniftg procedure of I )••» 
nrr-jrim uppli cation hoa hrcn osi *1. J tehed a* an assay BMsurliKj the 
iuhiMHnn ol . -.:..mhliv»nr human VEGF i award hcmumm human vecfrz by 
immunoglobulin. Thftrerore. th« oii.jin o/ anti-idiotypio antibodies, 
wli.jC.hor fr.uui xobblra or mire, i» nut .i limxtlng sfep. 

T hIno t;oiil'iiin that, given tm< ac-jecninq mulhuda deooribed in 
the pri-uonl r.poulllcntlon, nn *ti»l y.oic of i.ha specif lei ty of mice 
untlb'Kilf.i by Kadlo itecepror A«s*y would involve only «"»^'>e 
nxtHMlmunl-ALliwi to Identify nnti Id immunoglobulin eorrecpondxna to ho 
in? 'i rr.*«Uuii 0/ Urn present npr-ci f i «.t. 1 on. it i« only a 

.ind roul in*- cxpnrimciil.il ion Mi ptoduce monoclonal .in tl bodies ^ T 01 " 
potpnti.n n i yni|>lioe.:yi «-s and to identify thoso Iwvii.y th« ^Urniwl binding 
•,|«>«- 1 J. i 1 : II y . 

Il.iviml vh»? rwuullft oi: the wxiwrimanta uainq Fob 

»iWMiiLu» iun«M..Um*ny .-.imilnr m 1 ho original antfbodiw conJurjAve.fi 
with rvi"i'.«(M «.h« ;ir.«. HWe the oriuAnfll «nti bodt«.-». 

lj, ; , nl i.; t<. Kim or Hk -1. .-.nil not Li. HU i Thoy bind Lo the XDR xeeepior 
nnn nicM.-K U, hf.-iir.« i«.:««ntin<) VF.CF u be interna I lzed imo enrfoi.h«Hai 
<:ol l.«i .»nd to i.i>.ln<«- Hi"ii pi ol i f «T.ltl on. Arcol dinuly, F t ib fragments 
r»i I'vr ni- pr«»l I frrar ion or imuIui.U^I i 1 wlls, and act tunctionaliy 1 1 k«: 
Vh.j .inL.i)iv>iMfr5 "t rh*; :ipc:r.-i I i.Mi ion r.-nijugated wich cytotoxin ecjeritA. 

Th»f imdiir.-iitinid >Jra;l^i« further that all atat nmcntj} nwde herein 
of Uic-ii: own hnnwIiHluw axe true n«i that 1 1 statwiRnU rofldn on 
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i iifi-.4-w.Tt Mon and bnlivf nr.n bv.l i uwcU to hw true; and further v>iat- <-h»xn 
mi ,<r umciito warn m««.U? v»J ».h i.h«» knuwivtl>j«: that willful, tnina statements and 
I In: i i k<* ?m untie rtin j.>un I nlinL) 1 r- l-.y PiJi« «'»r impxisoninont, «>r both, undtir 
rijom i»/ 'i'll.'lw HI <>l I Unil.mJ :il bKi-s" CO».Ic nnti r.hat such willful false, 
m ,tl.i'ini:'iii .■.« miiy ) rmi >« i U i /.<- Ilur v.tjl.li.vy oi' the application or »ny patwt 
I .-ir.uJ ri'l i.Ii*»ikuii. 
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MAR 2 9 2002 
TECH CENTER 1600/2900 

PATENTS 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
In re application of 

Serial No. 09/091,561 GROUP 1644 

Filed 08/21/96 Examiner Ewoldt 

ANTI-IDIOTYPIC ANTIBODIES 
OF VASCULAR ENDOTHELIAL 
GROWTH FACTOR AND 
USE THEREOF AS DRUGS 

Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

I, Pierre Fons, hereby declare as follows: 

My relevant background and experience are set forth on the 
attached c . v . i make this declaration In support of the present 
application, and to provide evidonee in rebuttal of several contentions 
in the Official Action of September 25, 2001, hat one of ordinary skill 
in the art would be able to make and use the olaimed invention. 

As a student In 1997 in the laboratory of Doctor Jean Plouet, 
I was given the task to reproduce the double immunisation in mice that 
had been previously performed in rabbits. I produoad several hybridomas, 
and 1 used the screening methods described in the present patent 
application filed by Doctor Jean Plouet, Including the Radio Receptor 
Assay. It took only routine experimentation to isolate and identify 
anti-id immunoglubullns from mice corresponding to the Ig2 Ct fraction of 
the present application. It was a matter of routine experimentation over 
a time period of six months to produce monoclonal antibodies from a 
range of candidate B-lymphooytee and to identify those having the 
claimed binding specifielty. Six months is a classical amount of time 
necessary to perform a double immunization in mice. 

The undersigned declare further that all statements made herein 
of their own knowledge are true and that all statements made on 
lnrormscion and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and 
the like so made ue punishable by fine or imprisonment, or both, under 
51001 of Title IB of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patent 
issuing thereon. 
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